Radiographic Progression of Structural Joint Damage
in Patients With Active Psoriatic Arthritis Treated With Ixekizumab Over 52 Weeks
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SYNOPSIS

Assessment of Structural Joint Damage

+ Ixekizumab is a high-affinity monoclonal antibody that selectively

targets interleukin-17A1

Ixekizumab was superior to placebo in achieving clinical responses

and inhibiting progression of structural joint damage in patients with

psoriatic arthritis treated for 24 weeks?

« The efficacy of ixekizumab in providing persistence of clinical
responses through 52 weeks of treatment has been shown in
SPIRIT-P134

->

OBJECTIVE

+ To assess the impact of ixekizumab on the progression of structural
joint damage in patients with psoriatic arthritis who were treated for
up to 52 weeks in SPIRIT-P1

METHODS
Study Design

SPIRIT-P1
Double-blind Treatment Period
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AllIXE patients (starting IXE at Weeks 0, 16, or 24) received a 160-mg starting dose (as two 80 mg injections) followed by
80 mg Q2W or QW Crieria for defining inadequate responders were biinded to investigators

# Plus rescue therapy (RT) in inadequate responders; ® Active reference arm

ADA=adali : PBO=placebo; i RT=rescue therapy

Key Eligibility Criteria

Inclusion Criteria Exclusion Criteria

¢ Male or female 218-years-old ¢+ Current or prior use of
Established diagnosis of active biologic agents for treatment
psoriatic arthritis 26 months and of psoriasis or psoriatic
currently meets the CASPAR arthritis

-

+ Active psoriatic arthritis defined ¢ Inadequate response to 24
as the presence of 23 tender and cDMARDs
23 swollen joints ¢ Current use (at study entry) of
+ 21 joint erosion on hand or foot >1 cDMARD
x-rays OR a C-reactive protein + Serious infection within
concentration >6 mg/L at 3 months prior to
screening randomization

 Joint erosions were assessed
by central reading

Active psoriatic skin lesion or a

documented history of plaque

psoriasis

-

CASPAR=Classification Criteria for Psoriatic Arthitis;
cDMARD=conventional disease-modifying
antirheumatic drug

¢ A d using the van der Heijde modified Total Sharp Score
(mTSS)
+ Quantifies the extent of bone erosions (20 locations per
hand/wrist, 12 locations per foot) and joint space narrowing
(20 locations per hand/wrist, 6 locations per foot)

+ Total mTSS score is the sum of bone erosion and joint space
narrowing scores

- Scores range from 0 to 528
- Higher scores represent greater damage

¢ X-rays at Weeks 0, 24, and 52 were scored independently by two
readers blinded to timepoint and clinical data

+  mTSS scores represent the average score of the two readers

Statistical Analysis
+ Extension period population

+ Al patients who entered the extension period and received 21 dose
of study medication during this period

+ Prespecified analysis

+  mTSS data were excluded if the radiograph was taken after the
scheduled visit date

- Presented as mean change from baseline to Week 52
+ Post hoc analysis
+ mTSS data from radiographs taken after the scheduled visit date
were interpolated
- Presented as mean change from baseline to Week 52
+  Cumulative probability plots were created to visualize patient-level
data
+  Summaries are presented for the proportion of patients with no
radiographic progression, defined as the mTSS change from
baseline to Week 52 < cut-off values of: 0.0, 0.5, and 1.32 (the
smallest detectable change from baseline to Week 52 in this study)
+ Missing data were imputed using linear extrapolation method if 21
postbaseline value was available

mTSS=van der Heijde modified Total Sharp Score

RESULTS

Week 24: ACR20 Response Rate and mTSS Change From
Baseline’

ACR20 Response Rate at Week 24,
NRI, ITT Population

mTSS Change From Baseline to Week 24,
Linear Extrapolation, ITT Population
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* p<.001 vs. placebo (ACR20, logistic regression analysis; mTSS, ANCOVA)

ACR20=American College of Rheumatology 20% response; ADA=40 mg adalimumab every 2 weeks (active reference
arm); ANCOVA=analysis of covariance; IXE Q2W=80 ixekizumab every 2 weeks; IXE Q4W=80 mg ixekizumab every
4 weeks; ITT=Intent-to-Treat; mTSS=van der Heijde modified Total Sharp Score; NRI=non-responder imputation;
PBO=placebo; SD=standard deviation
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Baseline Demographics and Disease Characteristics,
Extension Period Population

Placebo/lxekizumab Groups: mTSS Individual-Patient Change
From Baseline to Week 52 Cumulative Probability Plot,
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Patients with 44145 45/45 44/48 46146 89/96 92/96
erosions, niNx (%) | (97.8) | (100.0) | (91.7%) | (100.0) = (92.7%) | (95.8%)

Data are mean (standard deviation) unless stated otherwise

ADA=40 mg adalimumab every 2 weeks (active reference arm); BMi=body mass index; cOMARD=conventional disease-
modifying antirheumatic drug; CRP=C-reactive protein; HAQ-DI=Health Assessment Questionnaire-Disabilty Index; IXE
Q2W=80 ixekizumab every 2 weeks; IXE Q4W=80 g ixekizumab every 4 weeks; mTSS=van der Heijde modified Total
Sharp Score; Nx=number of patients with nonmissing values; PBO=placebo; PsA=psoriatic arthritis

mTSS Change From Baseline to Week 52,
Linear Extrapolation, Extension Period Population
+ The mTSS change from baseline to Week 52 was minimal for all
groups (prespecified and post hoc analysis)
Prespecified Analysis?

(data after visit excluded)
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Post Hoc Analysis®
(data after visit interpolated)
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*Data were excluded if the radiograph was taken after the scheduled visit date; ° Data from radiographs taken after the
scheduled visit date were interpolated
ADA=40 mg adalimumab every 2 weeks (active reference arm); IXE Q2W=80 ixekizumab every 2 weeks; IXE Q4W=80 mg
ixekizumab every 4 weeks; mTSS=van der Heijde modified Total Sharp Score; PBO=placebo; SD=standard deviation

Continuous Ixekizumab Groups: mTSS Individual-Patient

Change From Baseline to Week 52 Cumulative Probability Plot,

Linear Extrapolation,? Extension Period Population

+ The majority of patients exhibited either no or minimal structural
progression through 52 weeks of treatment with ixekizumab
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= Post hoc analysis: data from radiographs taken after the scheduled visit date were interpolated; ® 1.32 cut-off based on
the SDC from baseline to Week 52 in this study

IXE Q2W=80 ixekizumab every 2 weeks; IXE Q4W=B0 mg ixekizumab every 4 weeks; mTSS=van der Heijde modified
Total Sharp Score; Nx=number of patients with non-missing change from baseline data; SDC=smallest detectable change

Adalimumabl/Ixekizumab Groups: mTSS Individual-Patient

Change From Baseline to Week 52 Cumulative Probability Plot,

Linear Extrapolation,? Extension Period Population

+ On switching from adalimumab to ixekizumab, the majority of patients
exhibited either no or minimal structural progression through 52 weeks
of treatment
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#Post hoc analysis: data from radiographs taken after the scheduled visit date were interpolated; b 1.32 cut-off based on
the SDC from baseline to Week 52 in this study; ADA=40 mg adalimumab every 2 weeks (active reference arm); IXE
Q2W=80 ixekizumab every 2 weeks; IXE Q4W=80 mg ixekizumab every 4 weeks; mTSS=van der Heijde modified Total
‘Sharp Score; Nx=number of patients with non-missing change from baseline data; SDC=smallest detectable change

CONCLUSIONS

+ Over a 52-week period, minimal changes in mTSS were
observed in patients with psoriatic arthritis who entered the
Extension Period and were treated with ixekizumab 80 mg
every 2 or 4 weeks
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